Serum samples from patients with many different kinds of infection were shown to contain a substance characteristic of leukocytic endogenous mediator. Generalized bacterial infections produced more leukocytic endogenous mediator than did localized ones; viral infections produced very little. In typhoid fever, mediator concentrations increased before the onset of illness.
A product of phagocytizing cells termed leukocytic endogenous mediator (LEM) appears to be responsible for initiating many infectionrelated metabolic responses in laboratory animals (6, 8, 9, 12) . A LEM-like mediator has also been found (10) in the serum of volunteers during experimentally induced typhoid fever. The present studies were conducted in man to determine: (i) whether a LEM-like substance appeared in serum during other naturally occurring or experimentally induced infections; (ii) whether different infections released different amounts of LEM into serum; and (iii) whether LEM appeared in serum before the Fasting blood samples were obtained during illness in the volunteers and patients. In addition, preexposure samples were obtained from volunteers with sandfly fever and sequential samples were obtained from those with typhoid fever. Individual serum samples were prepared for assay by membrane filtration (Millipore membrane filters). Half of each sample was also heated at 90 C for 30 min to inactivate any mediator present. Rats were prepared for assay by injecting them subcutaneously with 1 pCi of [1-14C ]aminocyclopentane-1-carboxylic acid (cycloleucine) (New England Nuclear, Boston, Mass.) per g of body weight. Twentyfour hours later, one group of six rats was injected intraperitoneally with 1 ml of saline (controls), a second group of six rats was injected with 1 ml of serum, and a third group of six rats was injected with 1 ml of the heattreated serum (heat-treated controls). All rats were killed 4 h later; their serum zinc concentrations and liver content of [I4C ]cycloleucine were determined (7, 12 In volunteers who developed typhoid fever, concentrations of circulating mediator became significantly increased before the onset of fever. These observations support the concept that increases in the serum concentration of LEM are among the earliest indicators of the presence of systemic infections.
Although the present studies demonstrate the presence of a LEM-like mediator in the serum of patients with a wide variety of infectious diseases, they do not indicate whether the mediator is a single substance or a group of closely related substances. It remains possible that LEM is similar to or identical with endogenous pyrogen. In none of the attempts to purify LEM has it been possible to separate the metabolic effects of LEM from the pyrogenic activity of endogenous pyrogen (6) . 
